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1 . A compound of Fonnula I or a pharmaceutically acceptable salt thereof: 




I 

wherein 

is selected from Ci.ioalkyl, Ca-ioalkenyl, Ca-iocycloalkyl-Ci^alkyl, 
C4.8cycloalkenyl-CMalkyl, Cs-eheterocycIoalkyl-CMalkyl, Ca-iocycloalkyl, 
C4^cycloalkenyl, and Ca^eterocycloalkyl, wherein said Cuoalkyl, C2-ioaIkenyl, C3- 
locycloalkyl-Ci^alkyl, C4-8cycloalkenyl-Ci.4alkyl, Ca^heterocycloalkyl-Ci^alkyl, 
Ca-iocycloalkyl, C4-8cycloalkenyl, and Ca-eheterocycloalkyl used in defining is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci^alkylamino and 
diCi-ealkylamino; 

R^ is selected from Ci.ioalkyl, C2-ioalkenyl, Ca-iocycloalkyl, Ca-iocycloalkyl- 
Ci^alkyl, and C4-8cycloalkenyl-Ci-4alkyl, wherein said Ci.ioalkyl, Ca-ioalkenyl, C3. 
locycloalkyl, C3-iocycloalkyl-Cx-4alkyl, and C4^cycloalkenyl-Ci^alkyl used in 
defining R^ is optionally substituted by one or more groups selected from halogen, 
methoxy, ethoxy, methyl, ethyl, hydroxy, anaino, Ci.6alkylamino and 
diCi.6alkylamino; 

R^ is selected from-H, Ci.6alkyl, C2-6alkenyl, and Ci^cyl, wherein said Ci. 
ealkyl, C2-6aIkenyl, and Ci^cyl used in defining R^ is optionally substituted with one 
or more groups selected from CH3C(=0)-0-, halogen, cyano, methoxy, ethoxy, 
hydroxy, amino, alkylamino, dialkylamino, and Ca-^eterocycloalkyl; and 

R"* is selected from -H, Ci.6alkyl, Cz^alkenyl, Cwcycloalkyl, and 
CMcycloalkyl-Ci^alkyl. 

2. A compound as claimed in claim 1, wherein 

R^ is selected from Ci.6alkyl, C2.6alkenyl, Ca^cycloalkyl-Ci^alkyl, 
C4.6cycloalkenyl-Ci^alkyl and Ca^eterocycloalkyl-CMalkyl, wherein said Ci.6alkyl, 
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Ca-ealkenyl, Ca-ecycloalkyl-Ci^alkyl, C4^ycloalkenyl-Ci^alkyl and C3. 
6heterocycloalkyl-Ci-4alkyl used in defining is optionally substituted by one or 
more groups selected from halogen, methoxy, ethoxy, methyl, hydroxy and amino; 

is selected fromCi-ealkyl, C2^alkenyl, Ca^cycloalkyl, C«cycloalkyl- 
CMalkyl, and C4-6cycloalkenyl-CMalkyl, wherein said Ci-salkyl, Ca^alkenyl, C3. 
6cycloaIkyl, Cs^cycloalkyl-Ciu^alkyl, and C^cycloalkenyl-Ci^alkyl used in defining 
R^ is optionally substituted by one or more groups selected from halogen, methoxy, 
ethoxy and hydroxy; 

R^ is selected from -H. Ci-eallcyl, C2-6alkenyl, and Ci^acyl, wherein said 
Ci^alkyl, C2.6alkenyl, and Ci^cyl used in defining R^ is optionally substituted with 
one or more groups selected from CH3C(=0)-0-, halogen, methoxy, ethoxy, hydroxy, 
amino, methylanaino, dimethylaniino, and Ca-eheterocycloalkyl; and 

R"* is selected from -H and Ci-salkyl. 

3. A compound as claimed in claim 1 , 

R^ is selected from cyclopentyl-methyl, cyclohexyl-methyl, cyclobutyl- 
methyl, cyclopropyl-methyl, 4,4-difluorocyclohexyl-methyl, bicyclo[2.2.1]hept-5-en- 
2-ylmethyl, tetrahydropyranyl-methyl, tetrahydropyranyl-ethyl. tetrahydrofiiranyl- 
methyl, morpholinyl-methyl, piperdinylethyl, N-methyl-piperdinylmethyl, and 
piperdinyl-methyl; 

R^ is selected from't-butyl, n-butyl, 2-methyl-2-butyl, isopentyl, 2-methoxy-2- 
propyl, 2-hydroxy-propyl, trifluoromethyl, 1,1-difluoroethyl, 2,2,2-trifluoroethyl,l- 
methyl-propyl, 1,1-dimethyl-propyl, l,l-dimethyl-3-buten-l-yl, ethyl, and2-propyl; 

R^ is selected from -H, Ci-6alkyl, and Ci-sacyl, wherein said Ci-ealkyl, and Ci. 
6acyl used in defining R^ is optionally substituted with one or more groups selected 
from CH3C(=0)-0-, halogen, methoxy, hydroxy, amino, methylamino, 
dimethylamino, pyrrolidinyl, and morpholinyl; and 

R'* is selected from -H and methyl. 

4. A compound as claimed in claim 1, wherein 

R* is selected from cyclohexyl-methyl, cyclopentyl-methyl, cyclobutyl- 
methyl. cyclopropyl-methyl, 4,4-difluorocyclohexy-methyl and tetrahydropyranyl- 
methyl; 
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is t-butyl and 1,1-difluoroethyl; 

is selected from -H, methyl, ethyl, propyl, 2-propyl, 2-hydroxyethyl, 2- 
methoxyethyl, formyl, acetyl, ethylcarbonyl, 2-propylcarbonyl, t-butylcarbonyl, 
xiriedo, N-isopropyl-ureido, 2-amino-acetyl, 2-methylamino-acetyl, 2-dimethylamino- 
acetyl, 2-acetyloxy-acetyl, 2-hydroxy-acetyl, 2-bromo-acetyl, 2-(moipholin-l-yl)- 
acetyl, and 2-(pyrrolindin-l-yl)-acetyl; and 
R"* is selected from -H and methyl. 

5 . A compound selected from: 

iV-(4- { [[2-fe/t-butyl-l-(cyclohexytaiethyl)- l/f-benzimidazol-5- 
yl](methyl)amino]sulfonyl}phenyl) acetamide; 

iV-[2-^^r^Buty^l-(cyclohexylmethyl)-lH-benzimidazol-5-yl]-W-methyl-4- 
nitrobenzenesulfonamide; 

4-Amino-A^-[2-fer?-butyl-l-(cyclohexylmethyl)-lif-benzimidazol-5-yl]-^^ 
methylbenzenesulfonamide; 

N-(4- { [[2-r^rr-ButyH-(cyclohexylmethy 1)- 1 //-benzimidazol-S- 

yl](methyl)amino]sulfoiiyl}phenyl)propanamide; 

;V-(4-{[[2-/^/t-Butyl-l-(cyclohexylmethyl)-l//-benzimidazol-5- 

yI](methyl)ainino]sulfonyl}phenyl)-2-methylpropanamide; 

//-(4-([[2-rm-Butyl-l-(cycIohexylmethyl)-li/-benzimidazol-5- 

yl](methyl)amino]sulfonyl]phenyl)-2,2-dimethylpropanamide; 

7V-[2-^er^Butyl-l-(cyclohexylmethyl)-17^-benzimidazol-5-yl]-4-(ethylamino)-^^ 

methylbenzenesulfonamide; 

iV-[2-/ert-Butyl-l-(cyclohexylmethyl)-l//-benzimidazol-5-yl]-4-(fom 
methylbenzenesulfonamide; 

A^-(4- { [[2-rerr-Butyl- 1 -(cyclohexylmethyl)- lH-benzimidazol-5- 
yl](methyl)amino]sulfonyl } phenyl)-2-pyrrolidin- I-ylacetamide; 
//^'(4-{[[2-/er^-Butyl-l-(cyclohexylmethyl)-lH-benzimidazol-5- 
yl](methyl)amino]sulfonyl}phenyl)--iNP,A^--dimethylglycinamide; 
iV-(4- { [[2-rert-Butyl- 1 -(cy clohexylmethyl)-lif-benzimidazol-5- 
yl](methyl)ancuno]sulfonyl)phenyl)-2-morpholin-4-ylacetamide; 
iV*-(4-{[[2-ferf-Butyl-l-(cyclohexylmethyl)-ljFf-benzimidazol-5- 
yl](methyl)amino]sulfonyl }phenyl)glycinamide; 
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2-[(4-{[[2-f^rr-Butyl-l-(cyclohexylmethyl>lJ^^ben2iimd 
yl](methyl)ainino]sulfonyl}phenyl)ammo3-2-oxoethyl acetate; 
^-(4-{ [[2-r^rr-Butyl- l-(cyclohexylmethyl)-lH-benzimidazol-5- 
yl](methyl)amino]sulfony 1 } phenyl)-2-hydroxyacetainide; 
5 5-Bromo-A^-[2-rer^butyl-l-(cyclohexylmethyl)-lH-ben2i0ud 
W^methylpyridine-3-sulfonaimde; 

5-Bromo-iV-[2-/erf-butyl-l-(cyclohexylmethyl)-lJy-benziinidazol-5^^^^ 

hydroxyethyl)ammo]-A^methylpyridine-3-s\ilfonaiiu 

^^-[2-/er^-Butyl-l-(cyclohexylmethyl)-lH-beii2iinidazol-5-^^^ 
10 hydroxyethyl)amino]-Ar-methylpyridine-3-sulfonamide; 

N-(5-{[[2-r^rrt-Butyl-l-(cyclohexylmethyl)-lH-benziinidazol-5- 

yl](methyl)amino]sulfonyl}pyridin-2-yl)acetamide; 

N-(3- ( [[2-^^ri-Butyl- 1 -(cyclohexylmethyl)-li/-benziimdazol-5- 

yl](methyl)amino]sulfonyl)phenyl)acetamide; 
15 -(4- { [[2-^ert-Butyl- 1 -(cy clohexylmethyl)- IH-benzimidazol-S - 

yl](methyl)amino]sulfonyl } phenyl)-//^-(2-hydroxyethyl)glycinamide; 

4-[(Aimnocarbonyl)anuno]-iV-[2-rerr-butyl-l-(tetrahydro-2H-pyran 

l/if-ben2iimdazol-5-yl]-N-methylbenzenesulfonainide; 

//_(4- { [[2-rerr-Butyl- l-(tetxahydro-2H-pyran-4-ylmethyl)-lH-benziinida^ 
20 yl](methyl)amino]sulfonyl}phenyl)acetamide; 

A^(4-{[[2-r^rr-Butyl-l-(tetrahydro-2H-pyran-4-ybnethyl)-li/-benzi^ 

yl](methyl)ainino]sulfonyl}phenyl)-A^-methylacetainide; 

A^(4-{[[2-r^rr-Butyl-l-(tetrahydro-2H-pyran-4-ylmethyl)-l/f-benzim 

yl](methyl)amino]sxilfonyl}phenyl)-2,2-dimethylpropanaimde; 
25 N-i4- { l[2-tert-B\xtyl- 1 -(tetrahydro-2H-pyran-4-yhnethyl)- IH-benzimidazol-S- 

yl](methyl)airiino]sulfonyl}phenyl)-2-hydroxyacetamide; 

A^^-(4-{[[2-rerr-Butyl-l<tetrahydro-2/f-pyran-4-ylmethyl)-lH-^ 

yl](methyl)aimno]siilfonyl}phenyl)-N^^^-dimethylglycinam 

^*-(4- { [[2-ferr-Butyl- l<tetI:ahyd^o-2^^-pyran-4-ybnethyl)-l//^-benzi^ 
30 yl](methyl)axnino]sulfonyl}phenyl)glycmamide; 

iVL(4-{ [[2-/eft-Butyl- l-(tetrahydro-2ff-pyran-4-ylmethyl)-lH-benziimdazol-5- 

yl](methyl)amino]sulfonyl}phenyl)-JV^-methylglycinam 
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A^-[2-fert-Butyl-l-(tetrahydio-2if-pyran-4-ylmethyl)-l^ 
[(2-hydroxyethyl)amino]-^-methyIpyridme-3-sulfonam 
Ar-[2-tert-Butyl-l-(teti^ydK)-2H-pyran-4-ylmethyl)-lH^^ 
[(2-methoxyethyl)ainino]-Ar-methylpyridineO-sulfonami^^ 
5 A^-[2-/ert-Butyl- l-(tetrahydro-2/f-pyran-4-ylmethyl)- l/f-benzmiidazol-5-yl]-6- 

(foimylamino)-iV-methylpyridine-3-sulfonamide; 
A^-(5-{[[2-ter^Butyl-l-(tetrahydro-2if-pyran-4-ylmethyl)-li?^ 
yl](methyl)aniino]sulfonyl}pyridin-2-yl)acetaniide; 
^-[4-({[2-terr-Butyl-l-(tetrahy<fro-2H-pyran-4-ylmethyl)- 
10 yl]amino } sulfonyl)phenyl]acetamide; 

N- [4-( { [2-rerr-Butyl-l -(cyclohexylmethyl)- li^-benzmiidazol-S- 
yl]amino } sulfonyl)pheiiyl]acetaimde; 

N-(4- { [[2-re/t-Butyl- 1 -(2-piperidin- 1 -ylethyl)- l/f-benzimidazol-S- 
yl](methyl)amino]sulfonyl } phenyl)acetanude; 
15 N-(4- { [[2-rerr-ButyI-l -( 1 ,4-dioxan-2-ylmethyl)-ljff-benzimidazol-5- 

yl](methyl)amino]sulfonyl}phenyl)acetamide; 

N-(4- 1 [ { I'tert-Bxxtyl- 1 - [( 1 -methylpiperidin-2-yl)methyl]- l/f-benzimidazol-5- 
yl } (methyl)aimno]sulfonyl }phenyl)acetamide; 

//-(4- { [(2-re/t-Butyl- 1 - { [(2/?)- l-methylpiperidin-2-yl]methyl }- m-benzimidazol- 
20 5-yl)(metliyl)ainino]siilfonyl }phenyl)acetamide; 

A^-[4-({methyl[l-(tetrahydro-2//-pyran-4-ylmethyl)-2-(ti^ 

ben2imidazoI~5-yl]amino } sulfonyl)phenyl]acetamide; 

4-Bromo-A^[l-(cyclohexylmethyl)-2-(ljHlimethylethyl)-li7-bem 

iV-methyl-benzenesulfonamide; 
25 A^-[2-rert-butyl-l-(cyclohexylmethyl)-l/f-benziniidazoi-5-yl]-4-[^^ 

hydroxyethyl)ainino]-A^-methylbeiizenesulfonamide; 

i\^[2-terf-butyl-l-(cyclohexylmethyl)-ljy-benziiiiidazol^^ 

iV-metbylbenzenesulfonaiiude; 

4-[bis(2-hydroxyethyl)aiiiino]-N-[2-/m-butyl- 1 -(cyclohexylmethyl)- IH- 
30 benzimidazol-S-yU-iV^methylbenzenesulfonaimde; 
Ar-[2-/erf-butyl-l<cyclohexybnethyl)-l/f-ben2inu 
dihydro-2H-l ,4-ben2oxa2ine-7-sulfonainide; 
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A^[4-({methyl[2-(l-methyl-l-pyridin-2-ylethyl)-l-(tetl^yd^o^ 
ylmethyl)-lH-ben2iiiudazol-5-yl]amino}sulfonyl)p^^ 
A^-(4- { [[2-terf-butyl- l-(tetrahydn)-2//-pyran-4-ylme±^^ 
yl](ethyl)aimno]sulfonyl }phenyl)acetaiiiide; 
5 4-[(aininocarbonyl)aimno]-7V- [2-re/t-butyl- 1 -(tetrahydro-2tf-pyran-4-ylmethyl)- 

lif-beii2iniidazol-5-yl]-A^ethylbenzenesulfonamide; 
iV-[2-r€rf-butyl-l-(tetrahydro-2/f-pyran-4-ylmethyl)-li^^^ 
ethyl-4- { [(methylamino)carbonyl]aimno}benzenesulfonaniide; 
4-amino-Ar-[2-ferf-butyl-l-(tetrahydro-2//-pyran-4-ybnethy^ 

10 yl]-A^-ethylbenzenesulfonamide; 

A^-(4- { [[2-rerr-butyl-l-(tetrahydro-2i/-pyran-4-ylmethyl>lH-benzimidazol-5- 
yl](ethyl)amino]sulfonyl}phenyl)-2,2-dimethylpropanamide; 
2-[(4-{[[2-rerr-butyl-l-(tetrahydro~2^^~pyran-4-ylmethyl)-liy-^ 
yl](ethyl)ainino]sulfonyl }phenyl)amino]-2-oxoethyl acetate; 

15 A^-(4-{[[2-rerr-butyl-l-(tetrahydro-2H-pyran-4-ylmethyl)-l//-benziini 
yl](ethyl)ainino]sulfonyl}phenyl)-2-hydroxyacetamide; 
iV-[2-rgrr-butyl-l-(ted:ahydro-2/f-pyian-4-ylmethyl)-l/f-benzirnidazol-5- 
ethyl-4- { [(isopropylamino)carbonyl]ainino }benzenesulfonamide; 
A^-[4-({ethyl[2-(l-methoxy-l-methylethyl)-l-(teti^ydro-2H-pyran-4-ylmeA^^ 

20 li/-benzimidazol-5-yl]aniino } sulfonyl)phenyl]acetaimde; 

4-[(aininocarbonyl)aimno]-A^-ethyl-Ar-[2-(l-methoxy-l-methyle&^^ 

(tetrahydro-2if-pyran-4-ylmethyl)-lff-benziinidazol-5-yl]benzen 

iV-ethyl-A^-[2-(l-methoxy-l-methylethyl)-l-(tetrahydro-2^-pyran-^ 

1 jH-benzimidazol-5-yl]-4- { [(methylaiiiino)carbonyl]amino }benzenesulfonamide; 

25 4-anuno-^-ethyl-iV-[2-(l-methoxy-l-methylethyl)-l-(tefr^ 
ylmethyl)-lff-benzimida2ol-5-yl]benzenesiilfonainide; 

//-[4-({ ethyl[2-(l.methoxy- 1-methylethyl)- 1 -(tetrahydro-2ff-pyran-4-ylinethyl)- 
l^-benzimidazol-5-yl]amino } sulfonyl)phenyl]-2,2-dimethylpropanamide; 
2-{[4-({ethyl[2-(l-methoxy-l-methylethyl)-lKtetrahydro-2^-pyran 
30 li7:beDziimdazol-S-yl]ainino}sulfonyl)phenyl]aixdno}-2 acetate; 

A^-[4-({ethyl[2-(^methoxy-l-methylethyl)-l.(tet^ahyd^o-2^^pyr^ 
lfr-benzimidazol-S-yl]aiiuao } sulfonyl)phenyl]-2-hydroxyacetamide; 



-165- 

SUBSTITUTE SHEET (RULE 26) 



wo 2005/030733 



PCT/GB2004/004 1 26 



iV-^thyl-4- { [(isopropylaniino)carbonyl]amino} -AT-P^ 

1- (tetrahydro-2/^pyran-4-ylmethyl)-li¥-benziim 
A^(4-{[[2-(l-methoxy-l-methylethyl)-l-(tetrahydro-2H^^ 
benzimidazol-5-yl](methyl)aniino]sulfonyl}phenyl)acetamide; 

5 4-[(aminocarbonyl)amino]-iV-[2-(l-methoxy-l-methylethyl)- 
pyran-4-ylmethyl)-l/if-benziimdazol-5-yl]-N-methylbenzen^ 

2- Hydbx>xy-A^(4-{[[2-(l-methoxy-l-methylethyl)-l-(te^ 

ylmethyl)- l/^-benzimida2ol-5-yl](methyl)ainino]sulfonyl }phenyl)acetamide; 
Ar-(4-{[[2-(l-ethoxy-l-methylethyl)-l-(tetrahydro-2H-pyran-4-ylmeft^^ 
10 benziinidazol-5-yl](methyl)amino]siilfonyl}phenyl)acetam 
iV-[4-({[l-(2-azetidin-l-ylethyl)-2-ferr-bu1yl-l/f-benzim^ 
yljamino } sulfonyl)phenyl]acetamide; 

3- [5-({[4-(acetylamino)phenyl]sulfonyl}amino)-2-rert-butyl-liy-benz^ 
yl]propyl acetate; 

15 Ar-{4-[({l-[(15,45)-bicyclo[2.2.1]hept-5-en-2-ylmethyl]-2-rerf-butyl-l/^^ 
benzimidazol-S-yl } aiiiino)sulfonyl]phenyl}acetamide; 
A^[4-({[2-^e^^butyl-l-(tetrahyd^o-2H-py^an-3-ylmethyl)-l//-ben^ 
yl]ainino } sulfonyl)phenyl] acetamide; 

N- { 4-[( { 2-rerr-butyl- 1 - [2-(tetrahydro-2/^-pyran-4-yl)ethyl]- lf?-benziniidazol-5- 
20 yl } amino)siilfonyl]phenyl } acetamide; 

N'(4' { [[2-rert-butyl- 1 -(cyclobutylmethyl)- l//-benzimidazol-5- 
yl](methyl)amiiio]sulfonyl}phenyl)acetamide; 

4- [(aminocarbonyl)amino]-A^[2-/€^^butyl-l-(cyclobutylmethyl)-l/f- 
benzimidazol-5-yl]-N-methylbeiizenesulfonainide; 

25 A^-(4- { [[Z'tert-hntyl- 1 -(cyclobutyhnethyl)- l^f-benzimidazol-5- 

yl](methyl)amino]sulfonyl}phenyl)-2,2-dimethylpropanamide; 
N'(4- { [[2-(l ,1 -difluoroethyl)-.l-(tetrahydro-2//-pyran-4-ylmethyl)- IH- 
benzimidazol-5:yl](methyl)amino]sulfonyl}phenyl)-2-hydrox^ 
^-(4-{[[2-(ia-difluoroethyl)-I-(tetrahydro<2/^pyran-4-yh^^ 

30 benziinidazol-5-yl](methyl)aimno]siilfonyl}phenyl)acetainide; 
A^(4-{[[2-(l,l-dmuoroethyl)-l-(tetrahydro-2Jy-pyran-4-yto^ 
benzimidazol-5-yl](methyl)aimno]sulfonyl } phenyl)-3-methylbutanaiiiide; 
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^-(4-{[[2-(14-dmuoroethyl)-l-(tetrahydro-2f^-pyran-4-ylm^ 

benziinidazol-5-yl](methyl)arnino]sulfonyl}phenyl)-2,2-^^ 

N-[2'(l . l-difluoroethyl)-l-(tetrahydn>-2H-pyran-4-ylme%l).l^ 

yl]-4-{[(isopropylaniino)carbonyl]amino}-^-methylbenzenesidfona^ 
5 4-{ Bis[(isopropylaniino)cari)onyl]amino } -N-[2'i 1 , l-difluoroethyl)-l-(tetrahydro- 

2H-pyi:an-4-ylmethyl)-lif-ben2imidazol-5-yl]-A^meto^^ 

iV-[4-({methyl[l-(tetrahydro-2ff-pyran-4-ylmethyl)-2-(t^ 

benzimidazol-5-yl]aimno } sulf onyl)phenyl]acetamide; 

4-[(aiiimocarbonyl)amino]-Ar-methyl-iS^[l-(teti^ydn)-^^^ 
10 (trifluoromethyl)- li?-benzimidazol-5-yl]beiizenesiilfonaniide; 

A?^-methyl-4-mtrc)-iV-[l-(tetrahydro-2H-pyran-4-yl^^ 

benziinidazol-5-yl]benzenesulfonainide; 

4-amino-iV-methyl-//-[l-(tetrahydro-2H-pyran-4-ylmethyl)-2^ 

l//-benziniidazol-5-yl]benzenesulfonaimde; 
15 2,2-dimethyl-A^-[4-({methyl[l-(tetrahydro-2i/-pyran-4-ylinethyl)-2- 

(trifluoromethyl)- l//-benziinidazol-5-yl] amino } sulf onyl)phenyl]propanamide; 

2-{[4-({methyl[l-(tetrahydro-2//-pyran-4-ylmethyl)-2-(trm 

benzimidazol-5-yl]ammo}sulfonyl)phenyl]amino}-2-oxoethyl acetate; 

4- { [(isopropylaiiiino)carbonyl]ainino } -iV-methyl-7V- [ 1 -(tetrahydro-2//-pyran-4- 
20 ylmethyl)-2-(tiifluoromethyl)-lif-benziiiudazol-5-yl]benzenesu^ 

2-Hydroxy-iV-[4-( { methyl[l-(tetrahydro-2//-pyraii-4-ylmethyl)-.2- 

(difluoromethyl)- liy'-benzimidazol-S-yllamino } sulfonyl)phenyl]acetamide 

and phannaceutically acceptable salts thereof. 

25 6. A compound of Formula lA, a pharmaceutically acceptable salt thereof, 
diastereomers, enantiomers, or mixtures thereof: 
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wherein 

G is CH or N; 
X* is halogen; 

is selected from Ci-ioalkyl, Ca-ioalkenyl, Cs-iocycloalkyl-Ci^alkyl, 
C4^cycloalkenyl-Ci^alkyl, C3-6heterocycloalkyl-Ci-4alkyl, Ca-iocycloalkyl, 
CU-gcycloalkenyl, and Ca^eheterocycloalkyl, wherein said Ci.ioalkyl, Ci-ioalkenyl, C3. 
locycloalkyl-Ci^alkyl, C4^cycloalkenyl-Ci.4alkyl, Cs-eheterocycloalkyl-Ci^alkyl, 
Ca-iocycloalkyl, C4^cycloalkenyl, and Cs^eterocycloalkyl used in defining is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
methoxy, ethoxy, methyl, ethyl, hydroxy, CH3C(=0)-0-, amino. Ci-ealkylanuno and 
diCi-ealkylamino; 

R^ is selected from Ci.ioalkyl, Ca-ioalkenyl, Cs-iocycloalkyl, Cs-iocycloalkyl- 
Ci^alkyl, and C4-8cycloalkenyl-Ci.4alkyl, wherein said Ci-ioalkyl, Ca-ioalkenyl, C3- 
locycloalkyl, C3.iocycloalkyl-Ci^alkyl, and C4-8cycloalkenyl-Ci.4alkyl used in 
defining R^ is optionally substituted by one or more groups selected from halogen, 
Cs-sheteroaryl, methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci-aalkylamino and 
diCi-ealkylamino; 

R^ and R\ are independentiy selected from -H, Ci-ealkyl, C2^alkenyl, Ci. 
3alkyl-0-C(=0)~, Ci,6alkyl-HN-C(=0)., H2N-C(=0)-, and Ci.6acyl, wherein said Ci, 
ealkyl, Ca-ealkenyl, and Ci.6acyl used in defining R^ is optionally substituted with one 
or more groups selected from CH3C(=0)-0-, halogen, cyano, methoxy, ethoxy, 
hydroxy, amino, Ci^alkylamino, diCi-ealkylamino, and Cs^eheterocycloalkyl; and 

R"* is selected from -H, Ci-ealkyl, C2.6alkenyl, C3^cycloalkyl, and 
C3^cycloalkyl-Ci^alkyL 

7. A compound as claimed in claim 6 
wherein 

GisCHorN; 

R^ is selected from Ci^alkyl, C2^alkenyl. Cs^ycloalkyl-Ci^alkyl, 
C4-6cycloalkenyl-Ci^alkyl and Ca^eterocycloalkyl-Ci^alkyl, wherein said Ci^alkyl, 
C2.6alkenyl, Cs-ecycloalkyl-CMalkyl. C4^cycloalkenyl.Ci.4alky 
aheterocycloalkyl-Ci^alkyl used in defining R* is optionally substituted by one or 
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more groups selected from halogen, methoxy, ethoxy, methyl, hydroxy, CH3C(=0)- 
amino, Ci^alkylamino and diCi^alkylamino; 

is selected from Ci.6alkyl, C2-6alkenyl, Ca^ycloalkyl, Ca^cycloalkyl- 
Ci^alkyl, and C4-6cycloalkenyl-Ci^alkyl, wherein said Ci^alkyl, Ca^alkenyl, C3. 
5 ecycloalkyl, C3^cycloalkyl-Ci-4alkyl, and C4-6cycIoalkenyl-CMalkyl used in defining 
is optionally substituted by one or more groups selected from halogen, 
Ca-sheteroaryl, methoxy, ethoxy and hydroxy; 

R^ is selected from -H, Ci^alkyl, Ca^alkenyl, Ci.3alkyl-0-C(=0)-, Ci.aalkyl- 
HN-C(=0)-, H2N-C(=0)-, and Ci-eacyl, wherein saLd Ci.6alkyl, C2-6alkenyl, and Ci- 
10 eacyl used in defining R^ is optionally substituted with one or more groups selected 
from CH3C(=0)-0-, halogen, methoxy, ethoxy, hydroxy, amino, methylamino, 
dimethylamino, and Ca-eheterocycloalkyl; and 
R** is selected from -H and Ci.aalkyl. 



15 8. A compound as claimed in claim 6 

wherein G is CH or N; 

R^ is selected from cyclopentyl-methyl, cyclohexyl-methyl, cyclobutyl- 

methyl, cyclopropyl-methyl, 4,4-difluorocyclohexanemethyl, bicyclo[2.2.1]hept-5-en- 

2-ylmethyl, tetrahydropyranyl-methyl, tetrahydropyranyl-ethyl, tetrahydrofturanyl- 
20 methyl, morpholinyl-methyl, piperdinylethyl, N-methyl-piperdinylmethyl, and 

piperdinyl-methyl ; 

R^ is selected from t-butyl, n-butyl, 2-methyl-2-butyl, isopentyl, 2-methoxy-2- 
propyl, 2-hydroxy-propyl, trifluoromethyl, 1,1-difluoroethyl, 2,2,2-trifluoroethyl,l- 
methyl-propyl, 1,1-dimethyl-propyl, l,l-dimethyl-3-buten-l-yI, ethyl, and2-propyl; 
25 R^ is selected from -H, Ci-6alkyl, and Ci^acyl, wherein said Ci-ealkyl, and Ci. 

eacyl used in defining R^ is optionally substituted with one or more groups selected 
from CH3C(=0)-0-, halogen, methoxy, hydroxy, amino, methylamino, 
dimethylamino, pyrrolidinyl, piperidinyl and morpholinyl; and 
R^ is selected from -H and methyl. 

30 

9. A compound as claimed in claim 6 
wherein 

G is CH or N; 
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is bromo; 

is cyclohexyl-methyl, cyclobutyl-methyl, 4,4-difluorocyclohexanemethyl, 
N-methylpiperidine-2-yl methyl, and tetrahydropyranyl-methyl; 
is t-butyl and 1,1-difluoroethyl; 
R^ is selected from-H, methyl, ethyl, propyl, 2-propyl, 2-hydroxyethyl, 2- 
methoxyethyl, fonnyl, acetyl, uriedo, N-isopropyl-ureido, ethylcarbonyl, 2- 
propylcarbonyl, t-butylcarbonyl, 2-aimno-acetyl, 2-methylamino-acetyl, 2- 
dimethylamino-acetyl, 2-acetyloxy-acetyl, 2-hydroxy-acetyl, 2-bromo-acetyl, 2- 
(morpholin-l-yl)-acetyl, and 2-(pyiTolindin-l-yl)-acetyl; and 
R"* is selected from -H and methyl. 

10. A compound of Fonnula IB, a phannaceutically acceptable salt thereof, 
diastereomers, enantiomers, or mixtures thereof: 

m 

wherein 

R* is selected from Ci-ioalkyl, Ca-ioalkenyl, Ca-iocycloalkyl-Ci^alkyl, 
C^cycloalkenyl-Ci^alkyl, Ca^eterocycloalkyl-Ci^alkyl, Ca-iocycloalkyl, 
C4.8cycloalkenyl, and Ca-eheterocycloalkyl, wherein said Ci-ioalkyl. C2.ioalkenyl, C3- 
locycloalkyl-Ci^alkyl, C4^cycloalkenyl.Ci,4alkyl, C3^eterocycloalkyl-Ci-4allcyl. 
Ca-iocycloalkyl, C4^cycloalkenyl, and Ca-eheterocycloalkyl used in defining R* is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci^alkylamino and 
diCi.6alkylamino; 

R^ is selected from Ci-ioalkyl, C2.ioalkenyl, C^-iocycloalkyl, Cs-iocycloalkyl- 
Ci-4alkyl. and C4-8cycIoalkenyl-Ci.4alkyl, wherein said Ci-ioalkyl, C2.ioalkenyl, C3- 
locycloalkyl, C3-iocycloalkyl-Ci^alkyl, and C4-8cycloalkenyl-Ci.4alkyl used in 
defining R^ is optionally substituted by one or more groups selected from halogen. 




-170- 

SUBSTITUTE SHEET (RULE 26) 



wo 2005/030733 



PCT/GB2004/004126 



methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci-ealkylamino and 
cliCi.$alkylamino; 

"Het" is a nitrogen (as shown in Formula IB) containing heterocycle ring that 
is fused with phenyl ring "Ar," wherein "Het" is optionally substituted with one or 
5 more groups selected from Ci-aalkyl, halogen, cyano, methoxy, ethoxy, hydroxy, and 
amino; and 

is selected from -H, Ci^alkyl, C2^alkenyl, CMcycloalkyl, and 
Ca^cycloalkyl-Ci^alkyl. 

10 11. A compound as cleiimed in claim 10 
wherein 

is selected from Ci-^alkyl, Ca-aalkenyl, Cs^cycloalkyl-Ci^alkyl, 
C4.6cycloalkenyl-Ci^alkyl and C3-6heterocycloalkyl-Ci*4alIcyl, wherein said Ci^alkyl, 
C2.6alkenyl, C3-6cycloalkyl-Ci-4alkyl, C4.6cycloalkenyl-Ci.4alkyl and C3, 
15 6heterocycloalkyl-Ci-4alkyl used in defining R^ is optionally substituted by one or 
more groups selected from halogen, methoxy, ethoxy, methyl, hydroxy, amino, 
Ci^alkylamino and diCi-ealkylamino; 

R^ is selected from Ci^alkyl, C2-6alkenyl, C3-6cycloalkyl, Ca^cycloalkyl- 
Ci^alkyl, and C4-6cycloalkenyl-Ci^alkyl, wherein said C^ealkyl, C2-6alkenyl, C3. 
20 6cycloal]cyl, Cs-ecycloaUcyl-Ci^alkyl, and C4^cycloalkenyl-.Ci.4alkyl used in defining 
R^ is optionally substituted by one or more groups selected from halogen, methoxy, 
ethoxy and hydroxy; 

"Het" is morpholinyl, wherein said morpholinyl is optionally substituted with 
one or more groups selected from Ci-aalkyl, halogen, cyano, methoxy, ethoxy, 
25 hydroxy, and amino; and 

R"* is selected from -H and Ci-salkyl. 

12 A compound as claimed in claim 10 

wherein R^ is selected from cyclopentyl-methyl, cyclohexyl-methyl, cyclobutyl- 
30 methyl, cyclopropyl-methyl, 4,4-difluorocyclohexyl-methyl, bicyclo[2.2. l]hept-5-en- 
2-ylmethyl, tetrahydropyranyl-methyl, tetrahydropyranyl-ethyl, tetrahydrofiiranyl- 
methyl, morpholinyl-methyl, piperdinylethyl, N-methyl-piperdinyhnethyl, and 
piperdinyl-methyl; 
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is selected from t-butyl, n-butyl, 2-inethyl-2-butyl, isopentyl, 2-methoxy-2- 
propyl, 2-hydroxy-propyl, trifluoromethyl, 1,1-difluoroethyl, 2,2,2-trifluoroethyl,l- 
methyl-propyl, 1,1-diinethyl-propyl, l,l-dimethyl-3-buten-l-yl, ethyl, and 2-propyl; 

"Het" is moipholinyl, wherein said moipholinyl is optionally substituted with 
one ormore Ci-3alkyl; and 

is selected from -H and methyl. 

13. A compound as claimed in claim 10 
wherein 

R^ is cyclohexyl-methyl, cyclobutyl-methyl, cyclopropyl-methyl, 4,4- 
difluorocyclohexanemethyl, N-methylpiperidine-2-yl methyl, and tetrahydropyranyl- 
methyl; 

R^ is t-butyl and 1,1-difluoroethyl; 

"Het" is morpholinyl, wherein said morpholinyl is optionally substituted with 
one or more Ci-aalkyl; and 

R"^ is selected from -H and methyl. 

14. A compound according to any one of claims 1-13 for use as a medicament. 

15. The use of a compound according to any one of claims 1-13 in the 
manufacture of a medicament for the therapy of pain. 

16. The use of a compound according to any one of claims 1-13 in the 
manufacture of a medicament for the treatment of anxiety disorders. 

17. The use of a compound according to any one of claims 1-13 in the 
manufacture of a medicament for the treatment of cancer, multiple sclerosis, 
Parkinson's disease, cancer, Huntington's chorea, Alzheincier's disease, 
gastrointestinal disorders and cardiovascular disorders. 

18. A pharmaceutical composition comprising a compound according to any one 
of claims 1-13 and a pharmaceutically acceptable carrier. 
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19. A method for the therapy of pain in a warm-blooded animal, comprising the 
step of administering to said animal in need of such therapy a therapeutically effective 
amount of a compound according to any one of claims 1-13. 

5 20. A method for preparing a compound of Formula I, 




I 

comprising: 

reacting a compound of Formula n. 




n 

with a compoimd of R^COX, in the presence of a base, such as an aUcylamine, and 

optionally a coupling reagent, followed by treatment with an acid; 

wherein 

15 X is selected from Q, Br, F and OH; 

is selected from Ci-ioalkyl, Ca-ioalkenyl, Cs-iocycloalkyl-Ci^alkyl, 
C4^cycloalkenyl-Ci^alkyl, Cs-eheterocycloalkyl-Ci^alkyl, Ca-iocycloalkyl, 
C4.8cycloalkenyl, and Cs-eheterocycloalkyl, wherein said Ci-ioalkyl, C2.ioalkenyl, C3- 
iocycloalkyl-Ci.4alkyl, C4-8cycloalkenyl-Ci-4alkyl, Ca^eterocycloalkyl-Ci^alkyl, 

20 Ca-iocycloalkyl, C4-8cycloalkenyl, and Ca-eheterocycloalkyl used in defining R^ is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci-ealkylamino and 
diCi.6alkylamino; 

is selected from Ci-ioalkyl, Ca-ioalkenyl, Cs-iocycloalkyl, Cs-iocycloalkyl- 
25 Ci-4alkyl, and CU-scycloalkenyl-Ci^alkyl, wherein said Ci.ioalkyl. C2.ioalkenyl, C3. 
locycloallQrl, C3.iocycloalkyl-Ci.4alkyl, and CU-scycloalkenyl-Ci^alkyl used in 
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defining is optionally substituted by one or more groups selected fix)m halogen, 
methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci^alkylamino and 
diCi^alkylamino; 

is selected from -H, Ci-ealkyl and Ci^acyl optionally substituted with one 
or more groups selected from CH3C(=0)-0-, halogen, cyano, methoxy, ethoxy, 
hydroxy, amino, alkylamino, dialkylamino, and Cs-eheterocycloalkyl; and 
R^ is selected from -H, Ci^alkyl, C2^alkenyl, Cj^cycloalkyl, and 
C3^cycloalkyl-Ci-4alkyL 

21. A con^jound of 2-Bromo-iV-(4-{ [[2-tert-butyl-l-(cyclohexyhnethyl)-ljtf- 
benzimidazol-5-yl](methyl)ammo]sulfonyl}phenyl)acetaniide. 

22. A method for preparing a compound of Formula lA, 




comprising: 

reacting a compound of Formula HA, 




HA 

with a compound of R^COX, in the presence of a base, such as an alkylamine, and 

optionally a coupling reagent, followed by treatment with an acid; 

wherein 
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X and are independently selected from Ca, Br, F and OH; 
G is CH or N; 

is selected fronx Ci-ioalkyl, C2.ioalkenyl, Ca-iocycloalkyl-Ci^alkyl, 
CVgcycloalkenyl-Ci^alkyl, Ca-eheterocycloalkyl-Ci^alkyl, Cs-iocycloalkyl, 
5 C4-8cycloalkenyl, and Ca^lieterocycloalkyl, wherein said Ci.ioalkyi, Ca-ioalkenyl, C3. 
locycloalkyl-Ci^alkyl, C4-8cycloalkenyl-Ci-4alkyl, Ca-aheterocycloalkyl-Ci^alkyl, 
Ca-iocycloalkyl, C4-8cycloalkenyI, and Ca^heterocycloalkyl used in defining is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
metiioxy, ethoxy. methyl, ethyl, hydroxy, CH3C(=0)-0-, amino, Ci-ealkylamino and 
10 diCi^alkylamino; 

R^ is selected from Ci-ioalkyl, Ca-ioalkenyl, Ca-iocycloalkyl, Cs-iocycloalkyl- 
Ci^alkyl, and C^cycloallcenyl-Ci^alkyl, wherein said Ci.ioalkyl, Ca-ioalkenyl, C3. 
locycloalkyl, Ca-iocycloalkyl-Ci^alkyl, and C4-8cycloalkenyl-Ci^alkyl used in 
defining R^ is optionally substituted by one or more groups selected from halogen, 
15 Cs-sheteroaryl, methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci-salkylamino and 
diCi-6alkylamino; 

R^ and R\ are independently selected from -H, Ci-ealkyl, C2.6alkenyl, Ci- 
3alkyl-0-C(=0)-, Ci.6aikyl-HN-C(=0)-, H2N-C(=0)-, and Ci.6acyl, wherein said Ci. 
6alkyl, C2-6alkenyl, and Ci-eacyl used in defining R^ is optionally substituted with one 
20 or more groups selected from CH3C(=0)-0-, halogen, cyano, methoxy, ethoxy, 
hydroxy, amino, Ci^alkylamino, diCi-^alkylamino, and C3^heterocycloalkyl; and 
R"* is selected from -H, Ci-ealkyl, C2-6alkenyl, Cs-ecycloalkyl, and 
C3-6cycloalkyl-Ci^alkyl. 
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